). (A) Points indicate uncleaved pre-mRNA (U-pre-mRNA) and polyadenylated pre-mRNA (P-pre-mRNA) data. Error bars show the standard error of two biological replicates. In order to match the total pre-mRNA in Figure 2C , and thereby make predictions using the same pathway model parameters as in Figure 2C , the data is scaled by a factor that equates the peak value of uncleaved pre-mRNA + polyadenylated pre-mRNA observed in this experiment to that of Figure 2C (7.1 copies/cell). Solid lines are pathway predictions using c s =30, k a =0.015, k i = 0.175, otherwise the optimal parameters are used. (B) Uncleaved pre-mRNA and polyadenylated pre-mRNA predicted for the parameter values used in (A) except c s =11.39. The increased probability of co-transcriptional splicing does not fit the data. Optimal parameter values for pathways I-VIII obtained by Simulated Annealing. The probability of co-transcriptional splicing step 1 is determined by either c s or k e1 and k e2 according to the model of elongation. The k a parameter takes different values when fitting to Expt 1 (k a,Expt1 ) and Expt 2 (k a,Expt2 ). Key: § a feedback model applies; † co-transcriptional and post-transcriptional splicing rates take the same value.
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